These results therefore provide no support for the hypothesis that human labour is preceded by alteration in the progesterone to oestradiol ratio which can be detected by measurement of these hormones in peripheral blood.
INTRODUCTION
There is much circumstantial evidence, particularly from the study of laboratory and farm animals, that oestrogen and progesterone, produced in relatively large amounts near term, have important roles in the timing of the onset of labour and in the mechanism of delivery. In general, progesterone is considered to in¬ hibit uterine contractions, whereas oestradiol permits these to occur. Such observations enabled Csapo ( 1969) to propose that an important determinant in the onset of labour was the withdrawal of the dominance of the myometrium by progesterone. This process is considered to be reflected in a fall in progesterone concentration, possibly associated with an increase in oestradiol concentration, in peripheral blood. This hypothesis has been tested by measuring the concen¬ tration of progesterone and/or oestradiol in peripheral plasma as the time of delivery approaches. In its support, mean progesterone concentrations (measured independently in three different laboratories in samples from 12 obstetrically normal women) were found to decline before the onset of labour (Csapo, Knobil, van der Molen & Wiest, 1971) . Independent corroboration was provided by Turnbull, Patten, Flint et al. (1974) who recorded a significant fall in mean progesterone concentrations and a rise in mean oestra¬ diol concentrations in peripheral plasma during the last 5 weeks of 33 obstetrically normal pregnancies.
Results from other investigations failed to provide experimental support. The concentrations of oestra¬ diol and progesterone in peripheral plasma from dif¬ ferent groups of women (10, 5, 30 and 15 subjects respectively) showed no consistent trends before delivery (Shaaban & Klopper, 1973;  Boroditsky, Reyes, Winter & Faiman, 1978; Mathur, Landgrebe & Williamson, 1980; Hartikainen-Sorri, Kauppila, Tuimala et al. 1981) . Neither Llauro, Runnebaum & Zander (1968) nor Yannone, McCurdy & Goldfien (1968) were able to demonstrate consistent changes in plasma progesterone concentrations before the onset of labour. Mean concentrations of both progesterone and oestradiol in peripheral plasma were lower in women with idiopathic premature labour than in normal controls (Cousins, Hobel, Chang et al. 1977 and Sephadex G-50 were obtained from Pharmacia Fine Chemicals AB, Uppsala, Sweden. The scintillator solution for radio¬ active measurements was prepared by mixing 2,5-diphenyloxazole (0-3%, w/v) and l,4-bis-2(4-methyl-5-phenoxazolyl) benzene (0-02%, w/v) in xylene (75%, v/v) and Triton X-l 14 (25%, v/v) . Diluent solution for radioimmunoassay was prepared by dissolving NaCl (0-9%, w/v), gelatin (0-1%, w/v) and thiomersal (0-01%, w/v) in distilled water. The antiserum used to measure oestradiol was raised in a rabbit by injection of oestradiol-6-O-carboxymethyl-oxime-bovine serum albumin. This was taken from the same batch of serum previously used by Speight, Hancock & Oakey (1979) (Fisher, Anderson & Burke, 1974) using the modifications for small samples (0-5 ml) of plasma as described by Greenstein, Puig-Duran & Franklin (1977) . Glass Fig. 1 . It is apparent at once that there was no consistent trend in either ratio in any patient as delivery approached. Considering the ratio of the concentrations of the two hormones in the non-protein-bound fraction, values fell from 20 to 10 (patient 4) or increased from 10 to 16 (patient 6). The ratios of the concentrations of the total hormones showed changes parallel to these, but in nine patients the ratio was only half that cal¬ culated from the non-protein-bound fractions. In the remaining three patients, the ratios were nearly equal in size. These findings imply that in most (Stoa & Bessesen, 1975; Parker et al. 1979 should be compared with mean values of 1-2% (n = 17) obtained using equilibrium dialysis (Freymann, Hubl, Büchner & Rohde, 1977) , of 0-96 + 0-06% (s.e.m., = 5) obtained using centrifugal ultrafiltration dialysis (Hammond, Nisker, Jones & Siiteri, 1980) and 0-67 + 0-09% (s.e.m., = 5) using equilibrium dialysis (Tulchinsky, 1973 Tables 2 and 3. tained for the proportion of progesterone not bound to protein (2-32 + 0-40%, = 55) may be made with that of 1-99 + 0-11% (s.e.m.) by steady-state gel filtration (Greenstein et al. 1977 ), 2-64 + 0-08% (s.e.m., = 5) by centrifugal ultrafiltration (Hammond et al. 1980 ), 1-8% (Rosenthal, Slaunwhite & Sandberg, 1969 ) and 6-5-10-0%, = 6 (Yannone, Mueller & Osborn, 1969) by equilibrium dialysis and 6-13% in 16 patients using a filtration disc technique (Batra, Bengtsson, Grundsell & Sjoberg, 1976 (Fig. 1 ) nor in those studied by Shaaban & Klopper (1973) . Over the last 3 weeks of pregnancy in five of their patients, the ratios of the mean progesterone to mean oestradiol concentrations were: 4-5, 5-4,4-7; 2-3,2-3,2-8; 3-4,3-1,3-2; 6-6,4-3,4-3; 9-8, 6-6, 7-6. The ratios of the mean values in the last 4 weeks of pregnancy in 25 patients studied by Mathur et al. (1980) were 7-9, (Fig. 1 (Csapo, 1969; Turnbull et al. 1974) Pardridge, 1981) . He provides convincing evidence for the view that, depending on the capillary transit time through the target organ and the dissociation rates of globulin-bound and albuminbound hormone, protein-bound hormone could become available to the cytosol of target cells.
Consequently, the apparent lack of support for the Csapo (1969) 
